Searching PAJ 



1/2 



PATENT ABSTRACTS OF JAPAN 

(1 1)Publication number : 04-217916 

(43)Date of publication of application : 07.08.1992 



(51)IntCI. A61K 31/165 

A61K 31/165 
A61K 31/165 
A61K 31/165 
A61K 31/165 
A61K 31/165 
A61K 31/165 
A61K 31/165 
A61K 31/165 
C07C235/58 
C07C235/60 
C07C235/62 
C07C235/64 
C12N 9/99 



(21 Application number : 03-091658 (71)Applicant : JAPAN TOBACCO INC 

(22)Date of filing: 29.03.1991 (72)Inventor : HONDA ICHIRO 

NOGUCHI MASATO 
FUKUSHIMA ATSUSHI 
FURUNO MASAHIRO 
MATSUMOTO TAKASHI 
SHIBAGAKI MAKOTO 
NOMA MASAKATA 
YOSHIDA SHIGEO 
YONEYAMA KOICHI 



(30)Priority 

Priority number : 40216137 Priority date : 21.06.1990 Priority country : JP 



(54) ANTI-INFLAMMATORY AGENT 
(57)Abstract: 

PURPOSE: To provide an anti-inflammatory agent 
containing a 3-nitro-2,4,6- trihydroxybenzoic acid 
derivative as an active ingredient and inhibiting the 
biosynthesis of prostaglandins and leucotrienens. 
CONSTITUTION: The anti-inflammatory agent 
comprises a compound of formula I (X is N02, H; R is 
1-1 8C alkyl, cycloalkyl, substituted phenyl, phenyl-1- 
5C alkyl, substituted phenoxyalkoxyalkyl, substituted 
phenoxyphenyl when X is N02, or R is 6- 10C alkyl; 
substituted phenoxyalkyl, substituted phenoxyphenyl 
when R is H), e.g. N-butyl-3-nitro-2,4,6- 
trihydroxybenzamide as an active ingredient. The 
compound of formula I is produced by reacting 
phloroglucin carboxylic acid of formula II with a 
mixture of sulfuric acid and nitric acid and 
subsequently condensing the nitrated compound of 
formula III with an amine of formula RNH2 in the 
presence of a condensing agent. 
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-1>V*j?'»\ZZ>\ / >T. fc£«HME**10-‘« fc«ktfl 

o-‘i ©*£Kt7V»T£ilM&£&f?v». 7a7777> 

1 Sir^r. 

[0 0 36] 



X = NO» ©*-& 



m w&to 


7^79 V 7 > v>±£f£E»gHttt (96) 












R 


10" S M 


10' 9 M 


A4 


77^ 


49.5 


76.5 


A 6 




33.7 


66.2 


A8 




26.4 


71.1 


A 1 1 


*7>5 ; v;u 


44.1 


68.7 


A 1 3 


h 0 X vJV 


53.9 


65.7 


P 1 


7xXJW 


31.2 


85.1 


P 2 


t;lh^DD7l 


-JV 39.5 




P 4 


/t7?DQ7l- 


JU 23.7 




PI 2 


7i=;pyy)i' 


24.8 




4»**9*/> 


- 


31.6 



io- s ~io-«ii ©aesrtT, wo-x^v-i — -v ic-k* 
7a 7.? y y w turn 

KStVt. 

[0 0 3 7] fc\Z, *&mm&to<Oi'!7B*3rv'yi—V 

\ZMT*7nX? 

'■kOi.5\Z l/r£4Mft££fr? &. 

[0 0 3 8] 1. t H|-iittSlia«»aaHL60«i©iHkR 

m 

10-'M^;4>8 (y^tlO RmoM&XOi'M} 
jejtt* (rpm n64o. uimm m > 

T. t h#ffie0JtoJfi«BHL6O«c 
A^) 5, 2X10 5 fi/mUC&5.k3£IB)ft®£8I®b 

T. 6 BW. 3 713. 6 96X»fcgljfc®&ftTTt&*L 

fc. vj-j^ywcc^vm^itsmms.. e/^n^- 

g«tt^±#'T5^t)5 t! WoX^45 (Biochiai 
ca et alBiohysica Acta 877(1986)p.423 ~432). 

[0 0 3 9] 2. 

JtJE©J:5ttSSILfc«fitj8<i>^*CJ;0@«bv Ha 



oks ¥#»«T2@ft»U «*8* (50mMh>Jxa[g 
(pH7. 5), 0.14M NaCI. 2 mSICaCh ) tZ lX10 7 (B/200 
U I £&£>«]: 3 KffffiS-ttfc. 

[0 0 4 0] C©«ffil8StK. lmMWBKtft:^®) P12 
(-»3C (l)fc*V»T. X=NOj , R=7ir^f 
M ©MSOitR 1 u J £UDA*u 
[ 0041 ] asic, »waa»f«i'. 

7*7 (5^?tt») &10tfH » [ ,4 C]75*F>B* (5 
40 OtfCi/nl, 77->irAait) £ 4<xH fcl&-&<fc5t;;in 
A, 37rT5£M&frS1*fc. '©»■ EjSff±* & 
XT-hX-T-fr/ * 9 / -ll'/0. 2M7X >*=30/4/1, 
-20 X) 300 u 1 £flDA. 15fMMJtJ$Lfc. 2fcV'T. C 
©Jg*£. 12000 xg TR#KB84>U 
»Hi:bT^'J*y»P60P i s 4 , . SH 

mtLT. 7 D P^ll'A/* 7 7 - JP/l7»/*=90/8 
/l/0.8£j8Vvtf#»7nTFy>7»CjMtfc. £©#§1 
£fc*Lfc«» • Ti-7'flf- BA100 077- 

7>y • 7V- MCf&*U *04 t-V's# • -fV- 

50 h* HAlOOi'AxACiO. 
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( 6 ) 



&BB¥4-2 17 9 16 



9 

[0 0 4 2] x>htJ— )Vt\yX. ScBMfc^Bj P 
12*J0*TlA&V>fe©, ' 3>hD-;l'iU 

T, IdRfli'afJ P12lCftAT. 100wM4'>H/^'» 
(»3fe«$iaj*) SlBxT. ±ifi©»<. £»«£* ff 

•oft. 

[0 0 4 3] C©«k5fcL.T#e.tlfc»B±fflS»rt6«- 
#ICM»T, 3>hn- ll'Ttt, 7oX^7x>i>>B 
» ©xtfy pi2Sin*.&%> 

©) Xttttvx-C/’ n/hP-im*, ~fU7,9tft> 

yyy b* ©x*v MiaMet/tW!:. c©c<±*n6. 

P12I1, -f>FX3'-»tH»c;, fflfirt© 
— •btc*f*S7DX$’75>>>>±& 

amwsttfcrf'Bc tiwmznit. 

[0 0 4 4] (2) O'fPh'JX^&fiBBS&JI 

=1 b »J X^-S&fflSJJMMCO 

UT. 

[ 0045 ] ccr. D-r3hux>gi-&«£®si5i» 
*T*S b h5-y b©E*«tt*tt»Wt:£ 

&©n < x h ij x t bfc. t 
if©ESS[i«. 5-U^^y^- 
iflC<fc 577+ F>K©K(btC<k DSffiSnfc5-HPETE 
£5-BEIEtC*&bTSI£L<. &#Mfc£&*l5-HETESEtB* 
BgT5§9£**»SC£IC£0«5£Ufc. 

[0046] [»*©«»} J#CISlC«fc01ISnfcbF 

5-o#*->yi--vm£*mm mm*m2-2i957m 
*, HTJcawrsio<. «su cnsasmut* 
»cigj?ath5-u^'>yf— bs#fc. i. tbsr 
<j y'ft—t'MSiXam cs«mii84/phaoKc ; » 
±«I^lt##FERMP-10250) *, KT©» < KtiSgl/fc. 
•TfcfcS. 1 ilfcfcDlOO M&7>e'>'J>&1iaXltT 
ElC*tlBigiftl20 ol 1C, b }'5-iJtf*'>yi— 
*»®*e&inM'S£SLT. «3oic-ci2P3i«fc*b 
ft. 

[0 0 4 7] LB#i8 
Wrbb')7b> 10 g /l 

(Bacto tryptone;DlPCOttK) 

##X*X 5g/l 

mc)-V')Vk 5 8/1 

2. 9JtS*Lfcfch5-U^+'>y^— £*£*»**, 
TElC5imYSG)g»lCT. E1T ©«fc5C*B*U«u f 
&*>•$. 3 >; y 

nsc««&5oo oi *An, cnirig i rws*L-fc b 
h5-u#+'>y^— oir^a® 
L, 22T-C1 OHSIWi&SSLfc. 

[0 0 4 8] TYSGBifc 
i\i?bb')-fb> 10 8/1 

B«X*X 58/1 

mrt-Y'iQi* 20g/l 

inj±a-A 20 ol/ 1 

pH=7.8 



10 

3. 5-'J^+->y^— t?«rSU5-rSfc©«C. IS2T* 
S#bTS*«lC 1M -f V7Db)lHH>- VttlJyZ 
Ffc^/IMF (IFTG) S120 BlT^aHObT. S1C22 
TC-PI 4H#ra«#l/b. 4. Ig3*Cflfc«#«&. 60 
oorpn -r65HBi3a-6»»ici'itT*abt. a&n&a 
ft:©aatt, «i5g rfcofc. s. ig4T#^nfca 

ft:*. TE©IP-lfi#«150 »UC«SUT-70 'CTft# 

l/fc. 

[0 0 4 9] KP-1«*« 

10 5(WI»J>«*y>A»«» (pB=7. 1) 

IOObM 

2mM X9"k>J?73>ia»« (EDIA) 

6. gSISlmlfcfcO 

VttZbb'f b-fr (DDT)0.3 Bg. 7?ft7xCW 

?)bX)l&-)V (PMSFJO. 5aM£«lX. -€■©*. C©8ffi 

i*i»fcti50Bg©'J7?-A*lnA. ;*eic*«l»lcm 

mtm Lxmzz&izmm-znit. 

[0 0 5 0] «T®»fp». »*©*«*•£«■**:© 

1C. •r^TJkT&Sfcfiim'CTfTO ft. 

20 7. Xg6T#fe»«*iB^»Tj&aU S*5££fc* 
ftbfc. C©»tfcffia«. liJ-MfflBTl^HIfTV'. 
P«©»f^«5lHlfT-3it. 

8 . Ii 7 T^g«£. 6500rpi T20»raS'£.'b> * 
©±fl»*#lRL&. «fc<*»Lifc*X 

>‘J >yr8tfi*SI«LT. ±#197 h;v*fc0 J: < 
©fttfcSfcSc (30X81*) 176 g *in*.«#Ufc. «* 

a*SS£lC»*bTt>m«®»#*lRl*£. C©££ 
1C, 2H*l*ft*MJ«?A8K-CpH*7 ~7.5©«HfclC 

30 9. Xg8T#fcSSS*6500rpo X20»fB»^b. -t© 

±t8 1 <J v 

0«t<»»Ufc»* (60Xtt*) 198 g SMSCiS 
»£. Ig7tig«lC«iabfc. ^C»C. ffiSbfcS®* 
6500rpi T20#IHB84>b. -ZOtUH (30X-60X8iE*B 
til ItWt. 

1 0. Ig 9 -C^fctt»*TEIC^-rTES ®«»40allC 

»*i/, a#fbTmsMi®a*#fc. 

[ 0051 ] tbs mm 

50B FOX (l*= 8.0) 

40 2nH EDTA 

1 OH DDT 

20X (y/v) 7U-fea-^ 

1 1. Ig9Tgfca»#»**jgfiri:lC»ttLT-7 
0t:Tff7?U. 

[ 0062 ] [ittgia »e.nfca»*a«*«v». 
£iTic^TSter^«ig«*ff o ft. 
i. etTic^-«o<a»tft. *r. 

O.lMhUX (pH8. 0), 10 M&1kf3)l'yvix> IObM ATP. 
5rii 1 1C, *58 

so u i , b h5-u#*'>yx-'b©»;*«io« i . «Rfb 
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(7) 



- 2 1 7 9 1 6 



11 

1 £ftlAT©& 

L. 30t:T5»M®SLfc- 
[0 0 5 3] ts.&. 

ATP£ffil-'S©WU £© 

£fc. 

Ssftrt'i©!:!. kF5-U#+>'y7“'tll<fc977+F 
>#j5'6StflSnfc5-HPBTBSv «*WK5-®TBlr3U# 

2. xeiT#fc7vfe'f»«l'50iiiJI77+F>© in 
1 &mm LT30'CT10#W»B bfc. 

3. 1 ml 0 S13- fcFD*->- U 

7U>S200ng V.0>*9 J— JV300 n 1 £ 

&ftlU 2 & KIMS® In 1 £*lBUft:. £©*SS. t 
F5-<J lftC«fc-5»tllS)6»if?±-r^. 

4. Ig 3 T#fctffiR£10000n>«T 10 5H8)38£'#ll U 

5. Ig3T#®kfcJtflll00 u. 1 £. 0rF©##nfcfr 
n®5S»»^n-7 



12 

[0 0 5 4] *7A: Capcell Pai Ci» 

(ffig 4. fan. £3150 an) 

» m : pi 7 J ~n > : * : ®»=75:25:0. 01 
SS j*:L2nl/£ 

*7Afl£:38‘C 
*ftfflS8:DV 233m (®3t0D 

6. ig5T#fc»#itt**'e>. aTc:^-r«Kiags 
tt£«£Lfc. 5-HETB©t:“^ffia£l*lfi5g 

ip (13- kpD*>- »J7l <>B) £SlptUT«l6. 
10 »®ft;^«£^*av>g«ia^T©5-BBTE©k-iiaa 
ic3trr«fiaK©tr-^ffla£5^T^bTHgsft 
tVfc. fcfc> #77^7* 3>M3-^tUTtt> * 
7i 4>8 (ICtoli. »10-*Mr*a) £ffllnfc. 
[0055] ±EKKt&®< 

T4«J#^£f5VK t F5-U ^#-->77— feTB*flfft© 
5056 fi«8g£:R** *8*££ 2 3 aiC*c-r . 

[0056] 

S52S 



X=NOs ©»£ 



SBHtdtt 


R 


50%®£»J t G*M ) 


A 1 




5889 


A2 


x^;v 


2957 


A3 


7 ntMl/ 




A4 


77^ 


2636 


A5 


'OTVP 




A6 




400 


A 7 


'\771V 


181 


A8 




160 


A9 


/x;V 




A 1 0 


xi'/W 




A 1 1 


<7>xvA- 


200 


A 1 3 


FUxvlt' 


433 


A 1 8 




1625 


A 6 " 


S'? □'vpv'll' 




5 1 


N-X71W79MI' 


1900 


5 2 




7060 


1 0 1 


7xx;p 


1000 


1 0 2 


^□□71-11' 


1400 


1 03 


J-7DD7I-1V 


450 


1 04 


4-?DD7i^ 


300 


1 0 5 


3,5-77 Dn^iX^ 


190 


1 0 6 


4-7Dt7xXA' 




1 07 


/, 07.JV 


1760 


1 0 8 


yx^Ji 


460 


1 0 9 


R- (o) -7 x^71V 




110 


S- (a) -7x*5Ml' 




1 1 1 


yx—Jl^aifJU 


60 


1 1 2 


y xT-ivzf^’ii' 


35 
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9240 

130 

150 



14 



17 9 16 



( 8 ) . 

13 

113 7x=-fb 

114 3,4-^DD7i^ 

115 2,3-i>7DD7xXJl' 

116 2,4-'77D07xx;U 

117 4- h »J 7)1* D^9 L Jl'7x.-H' 

118 4-'f VT^ \Lh7z-~)\s 

119 4 -'/*3-ll'TS.;7x=JV 

20 1 7x/*v'X?7V 

2 0 2 4-9 PJl'y x / 

20 3 2-7)V*a7xX)V 

20 4 3-7 )V*0 71—11 

2 0 5 4-7MD7i-^ 

2 0 6 3-* h+^7xX7V 

2 0 7 3,4~S>;* b*->7xXA' 

2 0 8 2-hU 7 )V*U *^7 x.~)V 

2 0 9 3- h 'J 7)V*D*^)V7 x-fr 

2 10 4-Xf;l7i-;l 

2 11 4-(n)-7 , afcMV7xXJl' 

2 12 2-^)V7x~)V 

2 13 3-*?JU7x-)U 

2 14 4-/9 1 JV7xXJV 

2 15 2-* h*'>7xXJb 

2 16 4-* b*>7xXJb 

12 1 7x/4rS'7? i A' 

1 2 2 7x/+3'^+v'7W 

1 24 7x74 i ^7^7V 

1 2 5 7x74r5'5*5'll' 

1 2 6 7x7+-77x7+ylf;l 

1 2 7 7x/+v"<>W 

2 17 7x/^S'7xX7l' 

2 18 4-7DD7x74 1 i'7xnjl 

219 2,4-77DU7x7+>'7xXJl' 

2 20 2,4,6-h'J 7DD7 x7+S'7xX11/ 

S63R 



106 



4466 

1217 

513 



200 

369 



270 

160 

50 



40 



X=Hffl*fr6 

imft&to R 



rz/Jb 



n-fnH)x>!0£&jS 
50*ffl#fi« (tfi ) 
700 
200 



[0 0 5 7] 

[««©»*] fiUSWIUfcaKfc, 

8i,>-7ax??5>y>m&Vn*ah')x 

&a%m-rz. «ot. ?u x9ifx> 



3 h 'J x>S©JilioK:fiB'f 
•e«?>iB©^fitc?*r*f&8e»*s#T * feo-cs *. 
[0ffi©«#fcR9H 

[01] F£j*'$'R9]0. 
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.) Ih I. Cl - 5 


mizm 




A 6 1 K 31/165 


ACS 


8413-4C 




AC V 


8413-4 C 




ADZ 


8413— 4 C 




AED 


8413— 4 C 


C 0 7 C 235/58 




7106-4H 


235/60 




7106-4H 


235/62 




7106-4H 


235/64 




7106-4H 


C 1 2 N 9/99 




7823-4B 



( 72 )fm& tm mk 

6 #ja 2 a* 

(72)55W# «* R& 

6 #se 2 0* 



-151 






02 ) m% mm m 

6 #ia 2 b* 

mmmm mm ie « 

(72 m$m £a an 

30R»»J6PS# 3 ©28©15 
(72)3fifl# *Uj &- 

«*»^BSmRffi4©10©5 515*1 






